Introduction
The presence of a chronic infection or malignancy induces macrophages to produce TNF and subsequently drives bodily metabolism towards a constitutive catabolic state, the primary characteristic of cachexia. A hallmark of cachexia is the depletion of lipid reserves from adipocytes and the accumulation of serum lipids. Oliff and co-workers have demonstrated that nude mice harbouring solid tumours which secrete TNF display 'cancerassociated cachexia'. These mice show a marked loss of intrascapular fat pads, perirenal and subcutaneous fat. Although it is difficult to directly assess the role of TNF in altering fat depots and inducing cachexia in this animal model, 2'3 it is apparent that TNF has a marked effect on lipid metabolism. This is also borne out in other systems. [4] [5] [6] [7] TNF completely inhibits the conversion of 3T3-L1, TA1 and 30A5 preadipocytes to adipocytes in in vitro culture systems. [4] [5] [6] [7] In addition, TNF can also induce fully differentiated adipocytes to revert to a preadipocyte like state under certain culture conditions. 68 The aim of this work has been to understand how TNF alters lipid metabolism by studying the effect of the monokine on acetyl CoA carboxylase gene expression in 30A5 preadipocytes.
Acetyl CoA carboxylase (ACC) catalyzes the rate-limiting step in the biosynthesis of long-chain fatty acids. 9 It has been shown that TNF completely inhibits the conversion of 30A5 preadipocytes to adipocytes with the concomitant inhibition of the accumulation of ACC mRNA. 5 (Fig. 1B) . When placed distal to the thymidine kinase promoter in pTK-CAT, the 150 bp fragment conferred TNF responsiveness to the TK promoter (Fig. 3) . TNF caused about a 65% suppression of CAT activity in pPII-TK2. Previously (Fig. 4 ). This analysis reveals that a 30 base pair from -389 to --359 of the non-sense strand was protected in the presence of the nuclear extracts from the differentiated cells (Fig. 4, lane 3 ) whereas the nuclear extracts from the TNF treated cells did not protect the same region (Fig. 4, lane 4) . Nuclear extracts from the pre-adipocytes also did not protect the region, as shown in Fig. 4 analyses were performed (Figs 5 and 6 ). Four DNA bands were shifted ina sequence specific manner in the competition experiment (Fig. 5) pPII-CAT4 on the expression of CAT activity was examined (Fig. 7) . The plasmid containing the 30 base pairs was prepared as follows. Plasmid pPII-CAT4 was linearized with SacI, blunt-ended by T4 DNA polymerase, and then the -389/-359 fragment was inserted in the site to create pPII-CAT8 (Fig. 1A) . The underlying mechanism(s) for the decrease in the binding activities in the present case, or the effect of serum on myogenesis, 25 is not known, although a mechanism such as covalent phosphorylation can easily be envisaged.
